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1. Introduction 
Probiotics have been the topic of many studies over the past 20 years. Metchnikoff and 
Tissier (Metchnikoff 1907, Tissier, 1906) were the first to make scientific suggestions 
concerning the probiotic use of bacteria. They suggested that these bacteria could be 
administered to patients with diarrhea to help restore a healthy gut flora. Fuller (1989) in 
order to point out the microbial nature of probiotics redefined the word as “A live microbial 
feed supplement which beneficially affects the host animal by improving its intestinal 
balance. ” The most recent but probably not the last definition is “live microorganisms, 
which when consumed in adequate amounts, confer a health effect on the host”( Guarner 
and Schaafsma,1998). In the last 20 years however, research in the probiotic area has 
progressed considerably and significant advances have been made in selection and 
characterization of specific probiotic cultures. Most of the studies aim to investigate the 
physiological and functional properties of various probiotic strains, the mechanisms of 
action and the indications for human use and health benefits.  
Probiotic bacteria are a subset of specific organisms, which, when ingested, transiently 
occupy the gastrointestinal tract and lead to documented health benefits. Lactic-acid-
producing bacteria (LAB), particularly members of the genus Lactobacilli, Bifidobacteria, non 
pathogenic gram positive bacteria and non bacterial microorganisms (for example certain 
yeasts, such as Saccharomyces boulardii) have been used as probiotic agents. [1] The use of 
specific probiotic bacteria has been shown to enhance host defense mechanisms. [2] Prebiotics 
are non-digestable food ingredients that beneficially affect the host by stimulating the growth 
and/or activity of a limited number of bacterial species in the colon. Compounds most 
commonly studied for their prebiotic nature are non-digestable carbohydrates. In particular, 
oligosaccharides are considered the main units among prebiotics, which include 
fructooligosaccharides (FOS), inulin, lactulose and galactooligosaccharides (GOS). Synbiotics 
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are a combination of probiotics and prebiotics and it is the synergy between these two 
substances that becomes known as synbiotics.  
Several clinical benefits have been reported as a result of interaction between host and 
becteria ,such as for treatment and prevention of viral diarrhea [3] and reducing the risk of 
necrotizing enterocolitis (NEC), mitigating antibiotic associated diarrhea ,and modulating 
host immune response (such as in allergic disease ).  
2. Properties 
Intestinal microflora is composed of both well-established resident microbes and those 
ingested orally which transiently occupy the gastrointestinal (GI) tract. Probiotics are 
generally defined as non pathogenic organisms in food supply (ingested microbes) that are 
capable of conferring a health benefit to the host by modifying gut microbial ecology.  
Probiotics are live microorganisms which when ingested in adequate amounts confer a 
health effect on the host by enhancing host defense mechanisms. Several clinical benefits 
have been reported with various specific microbes in pediatric populations. It is increasingly 
clear that these benefits to the host are mostly mediated by the profound effect that 
intestinal microflora (microbiota) have on gut barrier function and host immune response. 
The most frequently used probiotic agents are the lactic acid producing bacteria, such as 
Lactobacilli and Bifidobacteria, non pathogenic strains of Gram positive bacteria, such as 
Streptococcus, E. Coli and non bacterial microorganisms, such as Saccharomyces Bulardii 
There are several generally accepted characteristics that define probiotic bacteria. [4-6] 
 They are microbial organisms 
 They remain viable and stable after culture manipulation, and storage before consumption 
 They survive gastric, biliary, and pancreatic digestion.  
 They are able to induce a host response once they enter the intestinal microbial 
ecosystem (by adhering to gut epithelium or other mechanisms) and they yield a 
functional and clinical benefit to the host when consumed.  
 It has been suggested that probiotic bacteria should be of “human origin” and that they 
should “colonize” the intestine. [5,6] 
Probiotics can be found in certain foods, such as yogurts, fruit juices and soy beverages. 
They are also found in supplements that come in liquid, capsule and powdered forms. It is 
believed that a concentration of 10 live microorganisms per gram or ml of product is 
required in order to exert a health benefit on the host.  
Probiotics have a wide range of beneficial effects and numerous indications of use in 
pediatric populations, such as: 
 Acute diarrhea 
 Antibiotic-Associated Diarrhea 
 Allergy prevention 
 Necrotizing enterocolitis 
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3. Mechanisms of action 
The intestine of the newborn is essentially sterile. During the birthing process and during 
the first days of life, the gut is inoculated with bacteria. In the first two days of life, an 
infant’s intestinal tract is rapidly colonized with bacteria consisting mainly of 
Enterobacteria. In most breastfed infants, the Bifidobacteria counts increase rapidly to 
constitute 80-90% of the total flora. Formula-fed infants, on the other hand, tent to have a 
flora that is more complex, consisting mostly of coliforms and Bacteroides with significantly 
lower prevalence of Bifidobacteria. [7] Although the composition of the microflora varies 
among individuals, the composition within each individual remains stable over prolonged 
periods. [8] A normal microbial flora is necessary for the development of gut associated 
lymphoid tissue (GALT). The gut luminal microbes are responsible for mucosal immune 
system development in healthy infants. Signaling through specific receptors, particularly 
toll-like receptors, intestinal bacteria affect epithelium cell function, which determines T-cell 
differentiation and antibody responses to T-cell-dependent antigens, regulating immune gut 
response for IgA responses to luminal antigens. [9] Resident bacteria, particularly 
Lactobacilli and Bifidobacteria, can exert antimicrobial activities influencing both local and 
systemic immunity. [10] 
Intestinal bacteria have a major effect on enhancing secretory immune function. Among the 
more consistently found effects of specific Bifidobacteria and Lactobacilli in pediatric 
populations is the effect on humoral immunity, particularly on secretory IgA( s IgA ) and 
other immunoglobulins. An increase in IgA-, IgM-,and IgG-secreting cells in circulation ,as 
well as fecal IgA concentrations ,has been reported. During the neonatal period, s IgA in the 
stool of formula-fed infants is essentially undetectable. [11, 12] Bifidobacteria and 
Lactobacillus given orally have been shown to influence s IgA in a number of animal trials 
[13] Infant studies that investigated the effects of specific Lactobacilli and Bifidobacteria 
supplementation on stimulating the mucosal immune response have reported similar 
positive results. Breast milk contains significant levels of sIgA that are transferred to the 
infant. Bifidobacteria, which predominate in breast-fed infants, have shown to stimulate the 
synthesis and secretion of IgA. Recent reports indicate similar IgA increases in premature 
infants receiving B lactis. [14] sIgA, the most important and predominant immunoglobulin 
in mucosal surfaces, provides protection against antigens, potential pathogens, toxins, and 
virulence factors. [15] 
The resident Bifidobacteria and Lactobacilli in the gut can offer resistance to colonization by 
other potentially pathogenic microbes, thereby functioning as part of the gut defense barrier. 
They have also been associated with the secretion of substrates that have antimicrobial 
properties [16] and the secretion of mucins via activation of MUC2 and MUC3 genes, part of 
the intestinal barrier that can inhibit adherence of pathogenic bacteria. [17] 
An increasing number of clinical trials have documented effects of ingestion of specific 
probiotic bacteria on gut barrier function and immunity. For example in both animal and 
human models, ingestion of L casei, L bulgaricus, and L acidophilus has been shown to 
activate production of macrophages and enhance phagocytosis. [8] Serum sCD14, a marker 
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of immunologic maturation in the neonate, was significantly greater than placebo in infants 
provided probiotics. Additionally, decreased gut permeability with Lactobacilli [18] , and 
recently in premature infants receiving Bifidobacteria [19] , is another mechanism by which 
probiotics may function.  
Some probiotic bacteria have been shown to exert beneficial effects on pro- and anti-
inflammatory cytokine secretion [8]. Decreases in fecal 1 antitrypsin, urinary protein 
eosinophil X, tumor necrosis factor (TNF)-α [20,21] have been reported as a result of down-
regulation of the inflammatory immune response by probiotic agents.  
It is being recognized that host-microbe interactions have an effect on atopic disease. 
Alterations in the balance of intestinal microflora, particularly in immune and 
inflammatory-related diseases coupled with significant reduction in the oral ingestion and 
exposure to a microbe that has led to postulation of the “hygiene hypothesis”. This theory 
suggests that a lower exposure in early childhood to bacterial and other antigens in 
industrialized societies has led to inadequate development and maturation of immune 
responses and appears responsible for the increased prevalence of asthma and allergies due 
to inadequate defensive and immune-modulating gut immune diseases. [22, 23, 24] Infants 
are born with a predominance of Th2 (T helper 2) lymphocyte activity ,which predisposes 
them to an exaggerated response to allergens ,with increased IgE production. Exposure to 
intestinal bacteria ,on the other hand ,stimulates Th1 ( T helper 1 ) activity ( which primarily 
reacts defensively to bacterial stimuli as part of the protective immune response ). As a 
consequence ,intestinal microbes ( resident and ingested )can redirect immune balance from 
a Th2-predominant response to a balanced Th1/Th2 response ,decreasing the changes for a 
potential exaggerated allergic response. Finally, TReg (regulatory) cells release cytokines 
such as transforming growth factor β(TGF-β) ,which can inhibit Th1 or Th2 overexpression 
and also play a role in adequate balancing the host response to bacterial food antigens ,and 
their activity seems to be increased by luminal microbes [25,26,27,28] Some Bifidobacteria 
and Lactobacilli given orally may enhance the production of a balanced T-helper-cell 
response [29,30] and stimulate production of interleukin (IL)-10, and TGF-β [21,31,32] both 
of which have a role in the development of immunologic tolerance to antigens and can 
decrease allergic type immune responses.  
Bifidobacteria supplementation in premature infants has been shown to positively modify 
the microflora of the intestines. [33] Beneficial increases in stool, short-chain fatty acids, 
reductions in stool pH, and decreases in fecal ammonia and indoles [34, 35] and 
concentrations of Bacteroides and E. Coli have been documented [36, 37] with Bifidobacteria 
supplementation. Specific probiotic bacteria positively affect the ratio of favorable to 
unfavorable in the gut luminal environment. Lactobacilli and Bifidobacteria when ingested 
they are not part of the resident microflora of the host, and their counts typically decrease or 
disappear once ingestion stops. Specific Lactobacilli and Bifidobacteria, when ingested, can 
modify the composition of intestinal microbial ecology. They are not typically pathogenic 
and seem beneficial in fostering host immune development and response. These ingested 
organisms have the potential of further supporting gut barrier function and appropriate 
host immune system development and immune response.  
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In summary effects have been documented supported by a large body of evidence from in 
vitro and animal studies. These include effects on innate (nonspecific immune defense) and 
adaptive immunity (responses that require exposure to pathogens or antigens that the 
immune system recognizes and “remembers”). Adequate adaptive responses are important 
for host defense, as well as to develop immune tolerance, which decreases chances for 
abnormal immune hyperreactivity or inflammation. The following effects on innate and 
adaptive immunity have been reported: 
Effects on innate immunity 
 Compete with and inhibit growth of potential pathogens 
 Promote mucin production 
 Decrease gut permeability 
 Enhance natural killer cell activity, macrophage stimulation, and phagocytosis 
Effects on adaptive immunity 
 Increase total and specific s IgA in serum and intestinal lumen 
 Increase IgA-, IgG-, and IgM- secreting cells 
 Modulate inflammatory gut immune responses  [5] 
4. Indications 
Clinical benefits with specific probiotic bacteria by enhancing defense mechanisms, as well 
as by modulating host immune response include prevention and treatment of acute 
infectious diarrhea and antibiotic-associated diarrhea, modulating allergic immune 
response, prevention of NEC and treating constipation.  
4.1. Acute infectious diarrhea 
The clinical outcome with the use of probiotic bacteria in order to treat or prevent acute 
diarrheal diseases has been supported by a large and growing body of evidence. The larger 
number of trials documents therapeutic use of probiotics as supplements early in the course 
of the disease. The rationale of using probiotics to treat and prevent diarrheal diseases is 
based on the assumption that they modify the composition of colonic microflora and act 
against enteric pathogens. The majority of studies have included various species of 
Lactobacilli, and by far the most used has been L rhamnosus (GG). This specific strain has 
shown efficacy when given as a supplement early in the course of rotaviral diarrhea. The 
most consistent effect reported is a reduction in duration of illness (0, 5 to 1, 5 days). While 
for the individual infant the effect may be modest, the effect on the population may be 
significant. [38] 
A reduction in incidence of acute diarrheal disease has been reported by another body of 
literature. Several studies have documented a reduction in incidence or severity of acute 
diarrhea with Bifidobacteria mainly B. lactis [39, 40] and with Lactobacilli, mainly L 
rhamnosus (GG) [41, 42] though protection is not always significant. [43] Both L rhamnosus 
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(GG) and L reuteri (during treatment) [44] and B lactis (used prophylactically) [45] have 
documented reduced rotaviral shedding. Thirty-four randomized clinical trials reviewed by 
a meta-analysis evaluated the efficacy of probiotics in the prevention of acute diarrhea. 
Probiotics significantly reduced the risk of diarrhea developing in infants and children by 
57%. The protective effect did not significantly vary among the probiotic strains used, 
including B lactis, L rhamnosus GG, L acidophilus, S bouladrii, and other agents used alone 
or in combination with 2 or more strains. [46] Decreased hospitalization [47] and reduced 
duration of hospitalization were also confirmed. All studies suggested that the effect occurs 
on both the manifestations of the disease and on the course of the infection. There has been 
no study so far documenting an increase in diarrheal disease with probiotic use. These 
findings suggest that specific probiotics may be used in a long-term and prophylactic 
manner, particularly in infancy.  
Several mechanisms have been proposed in order to explain the efficacy of probiotics in 
preventing or treating acute diarrhea. It has been shown that probiotics stimulate or modify 
nonspecific and specific immune responses to pathogens. Probiotics have been shown to 
enhance mucosal immune defenses and protect structural and functional damage promoted 
by enteric pathogens in the brush border of enterocytes, probably by interfering with the 
cross-talk between the pathogen and host cells. [48] It has been shown that L rhamnosus 
(GG) and Lactobacillus plantarum 299v inhibit, in a dose-dependent manner, the binding of 
E.coli to intestinal-derived epithelial cells grown in tissue culture by stimulation of synthesis 
and secretion of mucins. [49] Certain probiotics increase the number of circulating 
lymphocytes [50] and lymphocyte proliferation [51,] stimulate phagocytosis, increase 
specific antibody responses to rotavirus vaccine strain [52] , and increase cytokine secretion, 
including interferon-γ. [51] L rhamnosus GG and Lactobacillus acidophilus have been 
shown to produce antimicrobial substances against some gram-positive and gram-negative 
pathogens. [53, 54] Other mechanisms proposed by which probiotics might exert their 
activity against pathogens are competition for nutrients required for growth of pathogens 
[55,56] ,competitive inhibition of adhesion of pathogens [57-60] ,and modification of toxins 
and toxin receptors. [61,62] 
4.2. Antibiotic-associated diarrhea 
Antibiotic-associated diarrhea (AAD) is defined as an acute inflammation of the intestinal 
mucosa caused by the administration of a broad spectrum of antibiotics. The single bacterial 
agent most commonly associated with AAD is Clostiridium difficile. However, when the 
normal fecal gram-negative organisms are absent, overgrowth by staphylococci, yeasts and 
fungi has been implicated. [63] In fact, most episodes of AAD in childhood are not due to C. 
difficile. [64] The rationale for the use of probiotics in AAD is based on the assumption that 
the key factor in the pathogenesis of AAD is a disturbance in normal intestinal flora.  
Several probiotic bacteria have proved to be beneficial in reducing the risk of antibiotic-
associated diarrhea in infants and children. [65-67] Six randomized controlled trials that 
collectively assessed 766 children for the efficacy of probiotics in the prevention of AAD 
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indicated that concomitant treatment with probiotics, compared with placebo reduced the 
risk of diarrhea from 28, 5% to 11, 9%. [67] Beneficial effects were strongest for B lactis and S 
thermophilus given in infant formula and L rhamnosus (GG) as a supplement.  
In conclusion, Randomized Controlled Trials (RCTs) in children have provided so far 
evidence of a moderate beneficial effect of L rhamnosus (GG), B. lactis, S. thermophilus and 
S. boulardii in preventing AAD. No data on efficacy of other probiotic strains are available 
in children. Based on the previously reported evidence probiotics have been shown capable 
of providing reasonable protection against the development of AAD. Their use is probably 
warranted whenever the physician feels that preventing this usually self-limited 
complication is important.  
4.3. Nosocomial diarrhea 
Nosocomial diarrhea refers to any diarrhea contracted in a health care institution and is 
more commonly caused by enteric pathogens especially rotavirus. [68] The reported 
incidence ranges from 4, 5 to 22, 6 episodes per 100 admissions. It may prolong hospital 
stays and increase medical costs. Although hand washing is the essential infection control 
measure, other cost-effective approaches to prevent nosocomial diarrhea are being 
evaluated.  
Two RCTs evaluated the use of L rhamnosus G [69, 70] on nosocomial diarrhea prevention. 
The first study showed that L rhamnosus G administered orally twice daily significantly 
reduced the risk of diarrhea compared with placebo (6, 7% vs 33, 3%; p=0,002) [69]. The 
second RCT evaluating L rhamnosus G in the prevention of diarrhea involved 220 children. 
L rhamnosus (GG) was administered orally once daily and did not prevent nosocomial 
rotavirus infections compared with placebo (25, 4% vs 30, 2%; p=0, 4). However, the rate of 
symptomatic rotavirus enteritis was lower in children receiving L rhamnosus (GG) 
compared with placebo (13% vs 21%; p=0, 13). [70] 
The available data do not provide strong evidence for the routine use of L rhamnosus (GG) 
to prevent nosocomial rotavirus diarrhea in infants and toddlers.  
Two other RCTs evaluated the efficacy of B. bifidum and S. thermophilus in preventing 
nosocomial diarrhea. The first study showed that the administration of standard infant 
formula supplemented with B. bifidum and S. thermophilus reduced the prevalence of 
nosocomial diarrhea compared with placebo. The risk of rotavirus gastroenteritis was 
significantly lower in those receiving probiotic-supplemented formula [71]. The second RCT 
showed that infants living in residential care settings, although they differ from hospital 
settings are also at increased risk for diarrheal illnesses, and the mode of acquiring diarrhea 
is similar. The infants received milk formula supplemented with viable B. lactis strain Bb12. 
It was shown that the previous intervention did not reduce the prevalence of diarrhea 
compared to placebo. [72] 
In conclusion there is conflicting evidence on the efficacy of L rhamnosus (GG) provided by 
2 RCTs in preventing nosocomial diarrhea. One small RCT suggests a benefit of B. bifidum 
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and S. thermophilus in sick infants admitted to the hospital, but no such benefit has been 
identified in healthy children in residential care settings. The already mentioned studies 
suggest that there is currently not enough evidence to recommend the routine use of 
probiotics to prevent nosocomial diarrhea. There is a need for large and well-designed 
RCTs.   
4.4. Allergy 
The rationale for using probiotics in prevention and treatment of allergic disorders is based 
on the concept that appropriate microbial stimuli are required for normal early 
immunological development. Microbial-gut interactions can improve the integrity of the gut 
barrier by decreasing intestinal permeability, reducing both adherence of potential antigens 
and their systemic effect, and by modulating GALT immune response toward antigen 
tolerance. The intestinal microflora interacts with the mucosal immune system. It has been 
found that different strains of commercial bacteria vary in the cytokine response they 
generate. The Th1/Th2 imbalance is crucial to the clinical expression of allergy. Probiotic 
bacteria can produce significant antiallergenic effects by intricate interactions inducing Th1 
cytokines, such as interferon-γ [73] , Τ-regulatory cytokines, such as IL-10 and TGF-β [74] , 
and mucosal immunoglobulin A production [75].  
Three species of Lactobacillus were shown to modulate the phenotype and functions of 
human myeloid dendritic cells (DCs). Lactobacillus-exposed myeloid DCs up-regulated 
HLA-DR, CD83, CD40, CD80, and CD86, and secreted high levels of IL-12 and IL-18, but not 
IL-10. [76] 
Infants with atopic dermatitis who received hydrolyzed whey formula supplemented with L 
rhamnosus (GG) showed greater clinical improvement than those who received the 
hydrolyzed formula alone. They also excreted less TNF-α and α-1-antitrypsin in their stool 
suggesting that the probiotics decreased gut inflammation. [77] Atopic infants treated with 
extensively hydrolyzed whey-based formula with L rhamnosus (GG) or B lactis showed 
greater improvement in severity of skin manifestations than with hydrolysate formula 
alone. The probiotic-supplemented group also demonstrated a reduction in serum soluble 
CD4 (a marker of T-cell activation) and an increase in serum TGF-β1 involved in 
suppressing the inflammatory response via IgE production and oral tolerance induction. 
[21] These studies suggest that regular probiotic supplementation may stabilize intestinal 
barrier function and play a role in modulating allergic responses leading to a decreased 
severity of atopic symptoms, particularly atopic dermatitis associated with cow’s milk 
protein [21,29,78].  
A marked anti-inflammatory effect was produced by bifidobacteria with an IL-10 induction 
by dendritic cells and consequent inhibition of Th1 activation with decreased interferon-γ 
production [79]. In atopic infants supplemented with B lactis a decrease of Bacteroides and E 
coli in the stool was shown. Most interestingly, serum IgE correlated with E coli counts, and 
in highly sensitized infants correlated with Bacteroides counts. Thus, certain probiotics seem 
to influence the gut’s allergen-stimulated inflammatory response and provide a barrier 
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effect against antigens that might otherwise ultimately lead to systemic allergic symptoms 
such as eczema. [37] 
Proliferation and growth of beneficial bacteria in the digestive system is being promoted 
with the use of prebiotics. Prebiotics are generally considered to be safe and they are 
naturally present in several kinds of food. A food ingredient must fulfill the following 
criteria to be considered a prebiotic: it should be hydrolyzed or absorbed in the upper part 
of the gastrointestinal tract, it has to be a selective substrate for beneficial bacteria in the 
colon for example bifidobacteria, and it must be able to alter the intestinal microflora 
towards a healthier composition [80].  
In regards to the immunomodulatory effect of prebiotics, the proposed mechanisms of 
action are the following: They are thought to stimulate the activity of lactic acid bacteria, 
such as lactobacilli and bifidobacteria, which have immunomodulatory qualities. A second 
mechanism of action is that fermentation of prebiotics by lactic acid bacteria enhances Short 
Chain Fatty Acids (SCFA) that they act as energy substrate for colonocytes. It has been 
shown that SCFA stimulate Interferon-γ and IL-10 production. [81-84] 
The immunomodulatory effect of prebiotics on the prevention of atopic dermatitis has been 
evaluated by several studies. A study by Moro et al showed that a mixture of prebiotic 
oligosaccharides reduces the incidence of atopic dermatitis during the first six months of age 
[85]. A study by van der Aa et al determined the effect of Bifidobacterium breve M-16V 
combined with a prebiotic oligosaccharide mixture (synbiotic) on atopic markers. The 
synbiotic mixture had no detectable effect on plasma levels of the analysed atopic disease 
markers in vivo [86]. Another study by de Kivit S, et al investigated the effect of prebiotic 
galacto- and fructo-oligosaccharides (scGOS/lcFOS) in combination with Bifidobacterium 
breve M-16V (GF/Bb) on atopy. The study showed that dietary supplementation with GF/Bb 
enhances serum galectin-9 levels, which associates with the prevention of the allergic 
symptoms. [87] 
In conclusion, although theoretically pro-, pre and synbiotics are promising candidates to 
prevent or treat AD, results of the clinical trials performed so far are not conclusive. 
Prevention trials show promising but heterogenic results. Therefore at this moment there is 
not enough evidence to support the use of pro-, pre-, or synbiotics for prevention of AD in 
clinical practice. Results of treatment trials are not very convincing, however pro- or 
synbiotics could possibly play a role in the treatment of IgE-associated AD, which should be 
elucidated in future prospective trials.  
4.5. Necrotizing enterocololitis 
Microflora establishment and composition in premature infants is a major determinant in 
the pathophysiology of NEC. The premature infant is exposed to a variety of factors that 
negatively affect their possibilities of attaining an appropriate colonization. These factors 
include increasing exposure to potential delayed colonization, colonization with “neonatal 
intensive care unit  environmental microbes”, use of antibiotics, lack of exposure to maternal 
flora and breast milk.  
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Mechanisms by which probiotics could prevent NEC include increase in favorable type 
microflora with reduced colonization by pathogens, increased intestinal barrier to 
translocation of bacteria into the bloodstream, modification of the host response to microbial 
products by sensitization and immunization, and enhanced tolerance and advancement of 
enteral nutrition [88-91. ] 
Several RCTs have assessed the efficacy of probiotics in preventing NEC. In a preospective, 
double-blind study premature infants (n=585) were randomized to receive standard milk 
formula supplemented with L rhamnosus G, or placebo. The group supplemented with L 
rhamnosus GG was found to have lower incidence of urinary tract infections and lower, but 
not statistically significant, incidence of NEC [92]. Two other trials have shown various 
degrees of reduction in relative risk of NEC with probiotics. The first study compared the 
incidence of NEC and the mortality of very-low-birth-weight (VLBW) infants fed breast milk 
with or without added probiotics. Infants (n=187) were randomized to receive breast milk or 
breast milk with L. acidophilus and B. infantis. In the intervention group the incidence of 
NEC was significantly decreased compared with the incidence in infants given breast milk 
alone [93]. The second study compared neonates receiving B infantis, S thermophilus, and B 
bifidus with neonates receiving no probiotic supplement. The incidence of NEC was 4% in 72 
supplemented infants versus 16, 4% in 73 controls. The severity of NEC was less severe in the 
probiotic group. Three of 15 infants with NEC died, all in the control group [94].  
A meta-analysis of RCTs evaluated if probiotic supplementation in preterm (<34 weeks 
gestation) VLBW(< 1500 gr) neonates could prevent NEC. The risk for NEC and death was 
significantly lower in the intervention group, while the risk for sepsis was not significantly 
different between the intervention group and the placebo. No significant adverse effects 
were reported [95].  
In conclusion, specific clinical benefits are increasingly demonstrated for specific bacteria, 
which determine their probiotic capability. The protective and immune modulatory 
mechanisms that explain these effects are increasingly being documented.  
5. Safety concerns of probiotics use  
Newborn infants can develop infection from many species of resident microflora. The 
mechanisms for these infections and route of contamination are unclear. Many strains of 
Lactobacilli and Bifidobacteria are generally recognized as safe for use in the food supply. 
Documented correlations between systemic infections and probiotic consumption are few, 
and they have all occurred in patients with underlying medical conditions. Sporadic 
lactobacillemia from environmental, dietary, or fecal lactobacilli has been very rarely 
reported. Case reports of L rhamnosus (GG) infections possibly associated with probiotic 
consumption, in immunocompromised patients have been even less common [96, 97].  
As opposed to the rarely reported episodes of lactobacillemia (some associated to ingested 
Lactobacilli), bifidobacteremia has not been sporadically reported, whether associated with 
consumption of commercial products containing Bifidobacteria or not. Bifidobacteria have 
also been consumed in infant formulas for more than 15 years worldwide and have not been 
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associated with any pathologic or adverse event.  Studies so far have documented safety and 
adequate growth with B. lactis in infants from birth [39] and in vulnerable populations, 
including preterm infants, [33, 19] malnourished infants, [98] and infants born to mothers 
with HIV disease [99] 
From the safety point of view, according to current available information, Bifidobacteria, 
particularly B lactis, has a uniquely strong safety profile, making it a good probiotic 
candidate for newborns and young infants. Lactobacilli, particularly L rhamnosus (GG), also 
seems generally safe and be appropriate for older infants and children. Until adequate data 
are available for each specific probiotic bacterium, use of probiotics in general cannot be 
recommended in immunocompromised populations. However, as safety is better 
documented for specific bacteria, we may be able to use them in certain populations that 
may benefit the most from probiotic use.  
Author details 
Antigoni Mavroudi 
Aristotle University of Thessaloniki, Greece 
6. References 
[1] Gaurner F, Schaafsma GJ. Probiotics. Int J Food Microbiol 1998; 39:237-238.  
[2] Maldonado J, Caňabade F,Sempere L,et al. Human milk probiotic Lactobacillus 
fermentum CECT 5716 reduces the incidence of gastrointestinal and upper respiratory 
tract infections in infants. J Pediatr Gastroenterol Nutr 2012; 54:56-62.  
[3] Corrȇa N, Penna F,Lima F,et al. Treatment of acute diarrhea with Saccharomyces 
boulardii in infants. J Pediatr Gastroenterol Nutr 2011; 53: 497-501.  
[4] Food and Agriculture Organization, World Health Organization. The Food and Agriculture 
Organization of the United Nations and the World Health Organization Joint FAO/WHO 
expert consultation on evaluation of health and nutritional properties of probiotics in food 
including powder milk with live lactic acid bacteria. FAO/WHO Report No. 10-1-2001.  
[5] Saavedra JM. Clinical applications of probiotic agents. Am J Clin Nutr. 2001; 73: 1147S-
1151S.  
[6] Isolauri E. Probiotics in human disease. Am J Clin Nutr. 2001; 73:1142S-1146S.  
[7] Harmsen HJ,Wildeboer-Veloo AC,Raangs GC et al. Analysis of intestinal flora 
development in breast-fed infants and formula-fed infants by using molecular 
identification and detection methods. J Pediatr Gastroenterol Nutr. 2000; 30:61-67.  
[8] Isolauri E,Sutas Y,Kankaanpaa P,Arvilommi H,Salminen S. Probiotics :effects on 
immunity. Am J Clin Nutr. 2001 ;73( 2 Suppl): 444S-450S.  
[9] Saavedra JM. Use of Probiotics in Pediatrics : Rationale ,Mechanisms of Action ,and 
Practical Aspects Nutr Clin Pract 2007 22: 351.  
[10] Servin AL. Antagonistic activities of Lactobacilli and Bifidobacteria against microbial 
pathogens. FEMS Microbiol Rev. 2004; 28:405-440.  
[11] Bakker-Zierikzee AM, Tol EA ,Kroes H ,Alles MS ,Kok FJ ,Bindels JG. Faecal s IgA secretion 
in infants fed on pre- or probiotic infant formula. Pediatr Allergy Immunol. 2006; 17:134-140.  
 Probiotics 320 
[12] Kohler H, Donarski S ,Stocks B ,Parret A ,Edwards C ,Schroten H. Antibacterial 
characteristics in the feces of breast fed and formula-fed infants during the first year of 
life. J Pediatr Gastroenterol Nutr 2002 ; 34 :188-193.  
[13] Roller M ,Rechkemmer G ,Watzl B. Prebiotic inulin enriched with oligofructose in 
combination with the probiotics Lactobacilus rhamnosus and Bifidobacterium lactis 
modulates intestinal immune functions in rats. J Nutr. 2004 ;134 :153-156.  
[14] Mohan R , Koebnick C, Radke M, Schildt J , Possner M,Blaut M. Microbial colonization 
of the gastrointestinal tract of preterm infants :diversity and new ways for prevention of 
infactions (abstract ). European Academy of Pediatrics ,Barcelona ,Spain ,October 2006. 
Abstract No. PG3-07 
[15] Forchielli ML, Walker WA. The role of gut-associated lymphoid tissues and mucosal 
defense. Br J Nutr. 2005; 93 (suppl 1): S41-S48.  
[16] Silva M, Jacobus NV, Deneke C, Gorbach SL. Antimicrobial substance from a human 
Lactobacillus strain. Antimicrob Agents Chemother. 1987;31:1231-1233.  
[17] Mack DR, Michail S, Wei S, McDougall L, Hollingsworth MA. Probiotics inhibit 
enteropathogenic E. coli adherence in vitro by inducing intestinal mucin gene 
expression. Am J Physiol. 1999; 276:G941-G950.  
[18] Gupta P,Andrew H,Kirschner BS,Guandalini S. Is Lactobacilli helpful in children with 
Crohn’s disease? Results of a preliminary open-label study. J Pediatr Gastroenterol Nutr 
2000; 31:453-457.  
[19] Stratiki Z,Kostalos C,Sevastiadou S,et al. The effect of a bifidobacter supplemented 
bovine milk on intestinal permeability of preterm infants. Early hum Dev. Availible at: 
http://dx. doi. org/10. 1016/j. earlhumdev. 2006. 12. 002. Accessed February 25, 2007.  
[20] Majamaa H, Isolauri E. Probiotics: a novel approach in the management of food allergy. 
J Allergy Clin Immunol. 1997; 99:179-185.  
[21] Isolauri E ,Arvola T ,Sutas Y, Moilanen E ,Salminen S. Probiotics in the management of 
atopic eczema. Clin Exp Allergy 2000; 30:1604-1610.  
[22] Bufford JD, Gern JE. The hygiene hypothesis revisited. Immunol Allergy Clin North 
Am. 2005; 25:247-262.  
[23] Schaub B,Lauener R,von Mutius E. The many faces of the hygiene hypothesis. J Allergy 
Clin Immunol. 2006; 117:S969-S977.  
[24] Weng M, Walker WA. Bacterial colonization, probiotics and clinical disease. J Pediatr. 
2006; 149:S107-S114.  
[25] Bjorksten B. Allergy prevention: interventions during pregnancy and early infancy. Clin 
Rev Allergy Immunol. 2004; 26:129-138.  
[26] Becker AB, Chan –Yeung M. Primary prevention of asthma. Curr Opin Pulm Med. 2002; 
8:16-24.  
[27] Rook GA, Brunet LR. Microbes, immunoregulation, and the gut. Gut. 2005; 54:317-320.  
[28] Rautava S,Ruuskanen O,Ouwehand A,Salminen S,Isolauri E. The hygiene hypothesis of 
atopic disease :an extended version. J Pediatr Gastroenterol Nutr. 2004; 38:378-388.  
[29] Aldinucci C, Bellussi L, Monciatti G, et al. Effects of dietary yoghurt on immunological 
and clinical parameters of rhinopathic patients. Eur J Clin Nutr. 2002; 56: 1155-1161.  
[30] Arunachalam K, Gill HS, Chandra RK. Enhancement of natural immune function by 
dietary consumption of Bifidobacterium lactis (HN019). Eur J Clin Nutr. 2000; 54:263-
267.  
 
Probiotics in Pediatrics – Properties, Mechanisms of Action, and Indications 321 
[31] Kalliomaki M ,Salminen S, Poussa T, Arvilommi H, Isolauri E. Probiotics and 
prevention of atopic disease :4-year follow-up of a randomized placebo-controlled trial. 
Lancet. 2003;361:1869-1871.  
[32] Pessi T, Sutas Y, Hurme M, Isolauri E. Interleukin-10 generation in atopic children 
following oral Lactobacillus rhamnosus GG. Clin Exp Allergy. 2000;30:1804-1808.  
[33] Mohan R ,Koebnick C ,Schildt J, et al. Effects of Bifidobacterium lactis Bb12 
supplementation on intestinal microbiota of preterm infants :a double-blind placebo-
controlled ,randomized study. J Clin Microbiol. 2006;44:4025-4031.  
[34] Langhendries JP, Detry J,Van HJ, et at. Effect of a fermented infant formula containing 
viable Bifidobacteria on the fecal flora composition and pH of healthy full-term infants. 
J Pediatr Gastroenterol Nutr. 1995; 21:177-181.  
[35] Bakker-Zierikzee AM, Alles MS, Knol J, Kok FJ, Tolboom JJ,Bindels JG. Effects of infant 
formula containing a mixture of galacto- and fructo-oligosaccharides or viable 
Bifidobacterium animalis on the intestinal microflora during the first 4 months of life Br 
J Nutr. 2005; 94:783-790.  
[36] Fukushima Y,Li S-T, Hara H,Terada A,Mitsuoka T. Effect of follow-up formula 
containing Bifidobacteria (NAN BF) on fecal flora and fecal metabolites in healthy 
children. Biosci Microflora. 1997;16:65-72.  
[37] Kirjavainen PV, Arvola T, Salminen SJ, Isolauri E. Aberrant composition of gut microbiota 
of allergic infants: a target of bifidobacterial therapy at weaning? Gut. 2002; 51:51-55.  
[38] Szajewska H, Setty M, Mrukowicz J, Guandalini S. Probiotics in gastrointestinal 
diseases in children : hard and not-so-hard evidence of efficacy. J Pediatr Gastroenterol 
Nutr. 2006; 42:454-457.  
[39] Weizman Z, Asli G, Alsheikh A. Effect of a probiotic infant formula on infections in 
child care centers: comparison of two probiotic agents. Pediatrics. 2005; 115: 5-9.  
[40] Chouraqui JP, Van Ergoo LD, Fichot MC. Acidified milk formula supplemented with 
Bifidobacterium lactis: impact on infant diarrhea in residential care settings. J Pediatr 
Gastroenterol Nutr. 2004; 38:288-292.  
[41] Swajewska H, Mrukowicz JZ. Probiotics in the treatment and prevention of acute 
infectious diarrhea in infants and children: a systematic review of published 
randomized, double-blind, placebo controlled trials. J Pediatr Gastroenterol Nutr. 2001; 
33(suppl 2):S17-S25.  
[42] Oberhelman RA, Gilman RH, Sheen P, et al. A placebo-controlled trial of Lactobacillus 
GG to prevent diarrhea in undernourished Peruvian children. 1999; 134:15-20.  
[43] Mastretta E, Longo P, Laccisaglia A, et al. Effect of Lactobacillus GG and breast-feeding 
in the prevention of rotavirus nosocomial infection. J Pediatr Gastroenterol Nutr 2002; 
35: 527-531.  
[44] Rosenfeldt V, Michaelson KF, Jakobsen M, et al. Effect of probiotic Lactobacillus strains 
in young children hospitalized with acute diarrhea. Pediatr Infect Dis J. 2002; 21:411-416.  
[45] Saavedra JM, Bauman NA, Oung I, Perman JA, Yolken RH. Feeding of Bifidobacterium 
bifidum and Streptococcus thermophilus to infants in hospital for prevention of 
diarrhoea and shedding of rotavirus. Lancet 1994; 344: 1046-1049.  
[46] Sazawal S, Hiremath G, Dhingra U, Malik P, Deb S, Black RE. Efficacy of probiotics in 
prevention of acute diarrhoea: a meta-analysis of masked, randomized, placebo-
controlled trials. Lancet Infect Dis. 2006; 6: 374-382.  
 Probiotics 322 
[47] Guandalini S, Pensabene L, Zikri MA, et al. Lactobacillus GG administered in oral 
rehydration solution to children with acute diarrhea: a multicenter European trial. J 
Pediatr Gastroenterol Nutr. 2000; 30: 54-60.  
[48] Lievin-Le Moal V, Amsellem R, Servin AL, et al. Lactobacillus acidophilus ( strain LB) 
from the resident adult human gastrointestinal microflora exerts activity against brush 
border damage promoted by a diarrhealgenic Escherichia coli in human enterocyte –
like cells. Gut 2002; 50: 803-11.  
[49] Mack DR, Michail S, Wei S, et al. Probiotics inhibit enteropathogenic E. coli adherence in 
vitro by inducing intestinal mucin gene expression. Am J Physiol 1999; 276: G941-G50.  
[50] De Simone C, Ciardi A, Grassi A, et al. Effect of bifidobacterium bifidum and 
Lactobacillus acidophilus on gut mucosa and peripheral blood B lymphocytes. 
Immunopharmacol Immunotoxicol 1992; 14: 331-340.  
[51] Aattour N, Bouras M, Tome D, et al. Oral ingestion of lactic-acid bacteria by rats increases 
lymphocyte proliferation and interferon-gamma production. Br J Nutr 2002; 87: 376-373.  
[52] Kaila M, Isolauri E, Soppi E, et al. Enhancement of the circulating antibody secreting cell 
response in human diarrhea by a human Lactobacillus strain. Pediatr Res 1992; 32:141-144.  
[53] Silva M, Jacobus NV, Deneke C, et al. Antimicrobial substance from a human 
Lactobacillus strain. Antimicrob Agents Chemother 1987; 31: 1231-1233.  
[54] Cocinnier MH, Lievin V, Bernet-Camard MF, et al. Antibacterial effect of the adhering 
human Lactobacillus acidophilus strain LB. Antimicrob Agents Chemother 1997; 41: 
1046-1052.  
[55] Wilson KH, Perini I. Role of competition for nutrients in suppression of Clostiridium 
difficile by the colonic microflora. Infect Immun 1988; 56: 2610-2614.  
[56] Walker WA. Role of nutrients and bacterial colonization in the development of 
intestinal host defense. J Pediatr Gastroenterol Nutr 2000; 30 (suppl): S2-S7.  
[57] Bernet MF, Brassat D, Nesser JR, et al. Lactobacillus acidophilus LA1 binds to human 
intestinal cell lines and inhibits cell attachment and cell invasion by enterovirulent 
bacteria. Gut 1994; 35: 483-439.  
[58] Davidson JN, Hirsch DC. Bacterial competition as a mean of preventing diarrhea in 
pigs. Infect Immun 1976; 13: 1773-1774.  
[59] Rigothier MC, Maccanio J, Gayral P. Inhibitory activity of Saccharomyces yeasts of 
adhesion of Entamoeba histolytica trophozoites to human erythrocytes in vitro. 
Parasitol Res 1994; 80: 10-15.  
[60] Michail S, Abernathy F. Lactobacillus plantarum reduces the in vitro secretory response 
of intestinal epithelial cells to enteropathogenic Escherichia coli infection. J Pediatr 
Gastroenterol Nutr 2002; 35: 350-355.  
[61] Pothoulakis C, Kelly CP, Joshi MA, et al. Saccharomyces boulardii inhibits Clostiridium 
difficile toxin A binding and enterotoxicity in rat ileum. Gastroenterology 1994; 104: 
1108-1115.  
[62] Czerucka D, Roux I, Rampal P. Saccharomyces boulardii inhibits secretagogue-
mediated adenosine 3, 5-cyclic monophosphate induction in intestinal cells. 
Gastroenterology 1994; 106: 65-72.  
[63] Hogenauuer C, Hammer HF, Krejs GJ, et al. Mechanisms and management of 
antibiotic-associated diarrhea. Clin Infect Dis 1998; 27: 702-710.  
 
Probiotics in Pediatrics – Properties, Mechanisms of Action, and Indications 323 
[64] McFarland LV, Brandmarker SA, Guandalini S. Pediatric Clostiridium difficile: a 
phantom menace or clinical reality? J Pediatr Gastroenterol Nutr 2000; 31: 220-231.  
[65] Correa NB, Peret Filho LA, Penna FJ, Nicoli JR. A randomized formula controlled trial 
of Bifidobacterium lactis and Streptococcus thermophilus for prevention of antibiotic-
associated diarrhea in infants. J Clin Gastroenterol. 2005; 39: 385-389.  
[66] Kotowska M, Albrecht P, Szajewsks H. Saccharomyces boulardii in the prevention of 
antibiotic-associated diarrhea in children: a randomized double-blind placebo-
controlled trial. Aliment Pharmacol Ther. 2005; 21: 583-590.  
[67] Szajewska H, Ruszczynski M, Radzikowski A. Probiotics in the prevention of antibiotic-
associated diarrhea in children a meta-analysis of randomized controlled trials. J 
Pediatr. 2006; 367-373.  
[68] Matson DO, Estes MK. Impact of rotavirus infection at a large pediatric hospital. J Infect 
Dis 1990; 162:598-604.  
[69] Szajewska H, Kotowska M, Mrukowicz J, et al. Lactobacillus GG in prevention of 
diarrhea in hospitalized children. J Pediatr 2001; 138:361-365.  
[70] Mastretta E, Longo P, Laccisaglia A, et al. Lactobacillus GG and breast feeding in the 
prevention of rotavirus nosocomial infection. J Pediatr Gastroenterol Nutr 2002; 35:527-531.  
[71] Saavedra JM, Bauman NA, Oung I, et al. Feeding of Bididobacterium bifidum and 
Streptococcus thermophilus to infants in hospital for prevention of diarrhea and 
shedding of rotavirus. Lancet 1994; 344: 1046-1049.  
[72] Chouraqui JP, Van Ergoo LD, Fichot MC. Acidified milk formula supplemented with 
Bifidobacterium lactis: impact on infant diarrhea in residential care settings. J Pediatr 
Gastroenterol Nutr 2004; 38:288-292.  
[73] He F, Morita H, Hashimoto H, et al. Intestinal Bifidobacterium species induce varying 
cytokine production. J Allergy Clin Immunol 2002; 109:1035-1036.  
[74] Kalliomaki M, Ouwehand A, Arvilommi H, et al. Transforming growth factor-beta in 
human breast milk: a potential regulator of atopic disease at early age. J Allergy Clin 
Immunol 1999; 104: 1251-1257.  
[75] Park JH, Um JI, Lee BJ, et al. Encapsulated Bifidobacterium bifidum potentiates 
intestinal IgA production. Cell Immunol 2002; 219: 22-27.  
[76] Mohamadzadeh M, Olson S, Kalina WV, et al. Lactobacilli activate human dendritic 
cells that skew T cells toward T helper 1 polarization. Proc Natl Acad Sci USA 2005; 102: 
2880-2885.  
[77] Isolauri E. Studies on Lactobacillus GG in food hypersensitivity disorders. Nutr Today 
Suppl. 1996; 31: 285-315.  
[78] Pohjavuori E, Viljanen M, Korpela R, et al. Lactobacillus GG effect in increasing IFN-γ 
production in infants with cow’s milk allergy. J Allergy Clin Immunol. 2004; 114: 131-136.  
[79] Hart AL, Lammers K, Brigidi P, et al. Modulation of human dendritic cell phenotype 
and function by probiotic bacteria. Gut 2004; 53: 1602-1609.  
[80] Collins MD, Gibson GR. Probiotics, prebiotics and synbiotics: approaches for 
modulating the microbial ecology of the gut. Am J Clin Nutr 1999: 69: 1052S-7S.  
[81] Gibson GR, Roberfroid MB. Dietary modulation of the human colonic microbiota: 
introducing the concept of prebiotics. J Nutr. 1995; 125: 1401-1402.  
[82] Wong JM, De SR, Kedall CW, Emam A, Jenkins DJ. Colonic health: fermentation and 
short chain fatty acids. J Clin Gastroenterol. 2006; 40: 235-243.  
 Probiotics 324 
[83] Cavaglieri CR, Nishiyama A, Fernandes LC, Curi R, Miles EA, Calder PC. Differential 
effects of short-chain fatty acids on proliferation and production of pro- and anti- 
inflammatory cytokines by cultured lymphocytes. Life Sci. 2003; 73: 1683-1690.  
[84] Mavroudi A, Xinias I. Dietary interventions for primary allergy prevention in infants. 
Hippokratia 2011; 15: 216-222.  
[85] Moro G, Aslanoglu S, Stahl B, Jelinek J, Wahn U, Boehm G. A mixture of prebiotic 
oligosaccharides reduces the incidence of atopic dermatitis during the first six months 
of age. Arch Dis Child. 2006; 91: 814-819.  
[86] van der Aa L. B, Lutter R, Heymans H. S. A, Smids B. S, Dekker T, van Aalderen W. M. 
C, Sillevis Smitt J. H, Knippels L. M. J, Garssen J, Nauta A. J, Sprikkelman A. B and the 
Synbad Study Group. No detectable beneficial systemic immunomodulatory effects of a 
specific synbiotic mixture in infants with atopic dermatitis. Clinical & Experimental 
Allergy 2012; 42: 531-539.  
[87] de Kivit S, Saeland E, Kraneveld A. D, van de Kant H. J. G, Schouten B, van Esch B. C. 
A. M, Knol J, Sprikkelman A. B, van der Aa L. B, Knippels L. M. J, Garssen J, van Kooyk 
Y, Willemsen L. E. M. Galectin-9 induced by dietary synbiotics is involved in 
suppression of allergic symptoms in mice and humans. Allergy 2012; 67: 343-352.  
[88] Magne F, Suan A, Pochart P, Desjeux JF. Fecal microbial community in preterm infants. 
J Pediatr Gastroenterol Nutr. 2005; 41: 386-392.  
[89] Millar M, Wilks M, Costeloe K. Probiotics for preterm infants? Arch Dis Child Fetal 
Neonatal Ed. 2003; 88: F354-F358.  
[90] Agostini C, Axelsson I, Braegger C, et al. Probiotic bacteria in dietetic products for infants: 
a commentary by the ESPGHAN Committee on Nutrition. J Pediatr Gastroenterol Nutr. 
2004: 38: 365-374.      
[91] Vanderhoof JA, Young RJ. Pediatric applications of probiotics. Gastroenterol Clin North 
Am. 2005; 34: 451-454, ix.  
[92]  Dani C, Biadaioli R, Bertini G, Martelli E, Rubaltelli FF. Probiotics feeding in prevention 
of urinary tract infection, bacterial sepsis and necrotizing enterocolitis in preterm 
infants: a prospective double-blind study. Biol Neocate. 2002; 82: 103-108.  
[93] Lin HC, Su BH, Chen AC, et al. Oral probiotics reduce the incidence and severity of 
necrotizing enterocolitis in very low birth weight infants. Pediatrics. 2005; 115: 1-4.    
[94] Bin-Nun A, Bromiker R, Wilschanski M, et al. Oral probiotics prevent necrotizing 
enterocolitis in very low birth weight neonates. Pediatrics. 2005; 192-196.  
[95] Deshpande G, Rao S, Patole S and Bulsara M. Updated Meta-analysis of Probiotics for 
Preventing Necrotizing Enterocolitis in Preterm Neonates. Pediatrics. 2010; 125: 921-930.  
[96] Land MH, Rouster-Stevens K, Woods CR, Cannon ML, Cnota J, Shetty AK. 
Lactobacillus sepsis associated with probiotic therapy. Pediatrics. 2005; 115: 178-181.   
[97] Kunz AN, Noel JM, Fairchok MP. Two cases of Lactobacillus bacteremia during probiotic 
treatment of short gut syndrome. J Pediatr Gastroenterol Nutr. 2004; 38: 457-458.  
[98] Nopchinda S, Varavithya W, Phuapradit P, et al. Effect of Bifidobacterium Bb12 with or 
without Streptococcus thermophilus supplemented formula on nutritional status. J Med 
Assoc Thai. 2002; 85(suppl 4): S1225-S1231.  
[99] Cooper PA, Mokhachane M, Bolton KD, Steenhout P, Hager C. Growth of infants born 
from HIV positive mothers fed with acidified starter formula containing 
Bifidobacterium lactis (abstract). Eur J Peds. 2006; 165( Suppl 13): 114.  
